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^ C 'T A meted for detecting cylosine me.hyla.ton and me.hyla.ed CpG islands withi. 
genomic sample of DMA comprising: 

6 (a) comacling a genomic samp.e of DNA with a modifying agen. ma. modrfie 
unmelhvlaled cylosine <o produce a converted nucleic acid; / 

T ™»he converted nucieic acid hy means of rwo ongonudeojj/e prune. 
ta .he plnce or ablet of one or aplurafity of specific oligonucleotide probe/wherem one or 

between unmethylated and methylated nucleic acid; and / 
(c) dlctmgthemethyla^^ 

The method of claim 1 wherein the amplifying step/ 1 polymerase chain reaction 
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Themethodof claim J^erem , he modifying/gen, .s brswfhe. 
, The memod of claimj^herein the convert/ nucleic acid con,a,ns uracl m place 
of unme.hyla.ed cylosine residues present in me unmoved nuc.eic acid-con,a,mng sarnpte. 
of unmefty „ f ^^etarhe pr/e forther comprises one or a pluralrty of 

fl ~^mer"gam^ 

„ lacing a nucleic acidZn.aining sample «Hh a modifying agent ma, mod,fies 

(b) ampry ~. rn(Vst>ecific oligonucleotide probe, wherein the CpG-specific probe, 

(c) de.ec.ing Unimylated nucleic acid based upon an amphfica.,on-med,a.ed 

,0 Z medrod of claim 7 wherein the converted nucleic acid contains uracl m place 
of unmethyWed cytosinc residues present in Ore unmodified nucleic acid-containing 

u7 Th Tmemo. of claim ^herein Ore detection medrod is by merms of a measurement 
of a fhXence signal based on amplification-mediated disp.acen.en, of ,he CpG-spec,fic probe, 
of a ^™ wher .„ to a„a dcecion memod comprtses 
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fluorescence-based quantitative PCR. 

13. The method of claim 7 wherein methylation amounts in the nucleic acid sample, 
quantitatively determined based on reference to a control reaction for amount of input nucle/ 

acid. / . 

5 14/ A method for detecting a methylated CpG-containing nucleic acid conipnsing: 

(a) contacting a nucleic acid-containing sample with a modifying agenKhat modifies 
unmethylated cytosine to produce a converted nucleic acid; / 

(b) amplifying the converted nucleic acid in the sample by meapi of oligonucleotide 
primers and in the presence of a C P G-specific oligonucleotide probe, wb/rein both the primers and 

10 the CpG-specific probe distinguish between modified unmethylated^d methylated nucleic acid; 

and / 

(c) detecting the methylated nucleic acid based on amplification-mediated 

U displacement of the CpG-specific probe. / 

O 15. The method of claim ljwherein the ampli#ing step comprises a polymerase chain 

\i reaction (PCR). 

m 16. The method of claim 14 wherein the nfodifying agent is bisulfite. 

2 17. The method of claim 14 wherein tl/converted nucleic acid contains uracil in place 

if! of unmethylated cytosine residues present in tWunmodified nucleic acid-containing sample. 

18. The method of claim 14 wherein the detection method comprises measuring a 

jS fluorescence signal based on amplific^ion4iediated displacement of the CpG-specific probe, 
h 19 The method of claim 14y4erein the amplification and detection method is 

r\ . 

T4 fluorescence-based quantitative PCR/ 

U 20 / A methylation detection kit useful for the detection of a methylated CpG- 

containing nucleic acid comprising a carrier means being compartmentalized to receive in close 
25 confinement therein one or more containers comprising: 

(i) a first/container containing a modifying agent that modifies unmethylated 

cytosine to produce a converted nucleic acid; 

(ii) a/econd container containing primers for amplification of the converted 

nucleic acid/ \ 

atiTird container containing primers for the amplification of control 

unmodified nucleic acid; and 

Av) a fourth container containing a specific oligonucleotide probe the detection 

of which is b4ed on amplification-mediated displacement, 

wherein tl/primers and probe each may or may not distinguish between unmethylated and 

35 methylated nucleic acid. 

2 1 . The kit of claim 20, wherein the modifying agent is bisulfite. 
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22. The kit of claim 20 wherein the modifying agent converts cytcyrfne residues to 
uracil residues. 

23. The kit of claim 20, wherein the specific oligonucleoti^J^probe is a CpG-specific 
oligonucleotide probe, and wherein the probe, but not the primer^or amplification of the 
converted nucleic acid, distinguishes between modified unmethylated and methylated nucleic acid. 

24. The kit of claim^O, wherein tKe s^ifi^crfigonucleotide probe is a CpG-specific 
oligonucleotide probe, and wherein both the probe^hlie primers for amplification of the 
converted nucleic acid, distinguish between mpdified unmethylated and methylated nucleic acid. 

25. The kit of claim 20, wherdjdhe probe further comprises a fluorescent moiety 
linked to an oligonucleotide base directly or through a linker moiety. 

26. The kit of claim 2Q/wherein the probe is a specific, dual-labeled TaqMan® probe. 
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